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Different boundaries characterize isolated and non-isolated 5q deletions in myelodysplastic syndromes and acute myeloid leukemias
Chromosome 5 long arm deletions, del(5q), are heterogeneous cytogenetic changes. An isolated 5q interstitial deletion is tipically associated with erythroid hypoplasia, hypolobated micromegakaryocytes, bone marrow blasts <5%, macrocytic anemia, mild leukopenia, normal or increased thrombocytes, female preponderance and a relatively good prognosis. 1 A 5q loss in a complex karyotype instead is associated with high risk Myelodysplastic Syndromes (MDS) and Acute Myeloid Leukemias (AML), including cases arising after radio-and/or chemo-therapy. 2 Much emphasis has been reserved to common deleted regions (CDRs) and genes 3 . We recently showed that telomeric breakpoints were significantly different in cases with isolated and non-isolated del(5q Centromeric breakpoints were narrowed with 24 genomic clones mapping from 5q11 to q14 (Supplemental Table 1 At the centromeric side RP11-80K5 clone emerged as an interesting tool to differentiate simple and complex karyotypes by FISH. In fact, breakpoints fell distally to RP11-80K5 (band 5q14.1) in all the 62 cases with isolated del(5q) (24 from the prospective study and 38 from the previous series, Figure 1A , a), including the two cases with loss of the NPM1 gene. In this study centromeric breakpoints were evaluated in 26 cases with isolated del(5q). Results showed a cluster in a ~1.9 megabases region between RP11-80K5 and RP11-1089B2 in 6/26 (23%). Within this region SNPs further refined the molecular heterogeneity ( Figure 1C ). All the remaining breakpoints (76%) were located distal to RP11-885P10. Interestingly, in SNP studies Gondek et al showed similar results in 9 cases with isolated del(5q) at karyotype 5 . As far as we know, only one case with isolated del(5q) and a centromeric breakpoint above RP11-80K5, at 5q12-q13, has been reported by Royer-Pokora and co-workers 6 .
By contrast in non-isolated del(5q) centromeric breakpoints were significantly more frequently proximal to RP11-80K5 (46/108, 42.5%, versus no cases in isolated del(5q) group; Fisher's exact test: P<0.001). However, depending on concomitant loss of NPM1 at the telomeric side, they spread differently. 
